(l2)»»tt*ft»l=*^^T4>B**ifcHBffiH 



(43) His^iBa 

2005 *£2 % 17 B (17.02.2005) 




PCT 



II 1 1 II III I III III llll 1 1 III ill II 

(10) §K^BIS# 
WO 2005/014038 Al 



(51) g©*#ft#S 7 : A61K 39/12, 39/09, 

39/106, 39/13, 39/145, 39/165, 39/20, 39/21, 39/235, 
39/245, 39/25, 39/285, 39/39, A61P 31/12 



(21) brum?: 

(22) g(5feiiJSIB: 

(25) HBUIiaVB: 

(26) ^K^IBCOmii: 

(30) «ft*t-r-*: 
^#1812003-291879 



PCT/JP2004/011488 
2004 *P8 n 10 B (10.08.2004) 

2003 #8 1 1 0 (1 1 .08.2003) JP 



(71) UHA(*B.*R<£Ta»£BIw-3l*r;: WHS 
A E*1K±ttfi&rK£ (THE RESEARCH FOUN- 
DATION FOR MICROBIAL DISEASES OF OSAKA 
UNIVERSITY) [JP/JP]; T 5650871 *(EJ&DfcffijfiUJ S 
fi: 3 # 1 *E*5*rt Osaka (JP). BaLSSSP SE 
m&tftt^? h 0 * B (JAPAN AS REPRESENTED 
BY THE DIRECTOR-GENERAL OF NATIONAL 
INSTITUTE OF INFECTIOUS DISEASES) [JP/JP]; T 
1628640 m^SfSEFliJ 1 Tl 2 3f 1 # Tokyo 
(JP). Ib$^#lt (TORAY INDUSTRIES, INC.) 
[JP/JP]; t 1038666 AEB*SIfflr2TI 
2f1f Tokyo (JP). 

(72) $5*8%; ft* If 

(75) &E#/asiA r*BIZO^TflD^;: *«JH ^ 
W (HASEGAWA, Hideki) [JP/JP]; T 1130033 £S£$B 
XlE*S3-43-8-3 1 4 Tokyo (JP). fiH tS 
(KURATA, Takeshi) [JP/JP]; T 1850034 3ESttB## 
TfTftfflT 3-2 5-2 2 Tokyo (JP). fe£ ffi*H5 (SATA, 
Tetsutarou) [JP/JP]; T 1360076 mS£Bil£E&8> 
1-3-3-5 0 4 Tokyo (JP). SUi 5SH (MORIYAMA, 



Masami) [JP/JP]; T 2320064 #§£JI| fttt£ffifl!l39J 
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[0002] mj^%^V^y\zJit s MT<D£?tmft&hZ> 0 MX.t£, ^y/v^^f 

[0003] fc§v ^ ^7^y*?vj/i'X<Dm§m.?fmK h^t^^m^nx 

^Xfi&hZo iL«*ffiih (HI) *3J:tfit>?p© 
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fF»3(Invest. Ophthalmol. , 10(10), 760-769, (197l))fi, Poly (I: C) 
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<</^ IBEAttff RSJfcl^^(SARSW^) , tl^E^it ( 

hiv) % w B tt9t$tf , ^V^/ny-f b®ff, #ffc*:*3J:tf=»i'7lW>kft« 

if <fc95IiR£tL3, 9 S lKHEfi©!7^>' 0 
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A)*A^g#©fc©©!7^yT*&oT, 
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[0032] (13) ±IE17^yoS4-tt,IIBIW^*<^lHMK±^a^,J:9ff*Utt3 
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[0034] (15) ^^S^K-tSfcfc^^^^yhT-feoX, 
A) «#Ofcft©7^fytfeot 
a)IL#|lRNA;*5j:tf 
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[0037] (18) ±|BZ*^RNA«,Poly(I:C)^tf,9gl5^fS*fe(D^K 

[0038] (19) -*m™AO s U?^yOlfcm® J 3-<DlZ1to<D&.% 0 

[0039] (20) ±f5-#g(RNAte, Poly(I:C)«r£^ 9Sl9teBffc©ttfll. 

[0040] (21) "^RNACO, felS4©fcfe©7^y©M©fcfc«fI 0 

[0041] (22) ±|E-;£sSlRNA^ Poly(I:C)^tf,5B21{c:|Stfe(Z)^ 0 

[0042] #3&93fc«W, ttlgft^fcJ:»5ffi*IMc7^>^U ^o, 

[0043] [HUHltt, jafcWCfcV^TWP&h*, Poly (I : C) <Z)T h^^f T - 

fltt, jfiLmtoigAASr^f . 



WO 2005/014038 7 PCT/JP2004/011488 



aM&BOPoly (I:C) fcjjSU Tft#^7 l ^=^ho-/VOCTB * Sr^f. 
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[07]07I4, TO^!M/W*S^£1I*1MX(L, M, H)<OPoly(I:C)i^1"5 

^^if^^^^tUTffiV^^t^^^^iA^^^i^iLtt^^HA^M 
-HW«±OMIWT2@^±©S-^* s Poly(I:C)^g#>rX7/V3c 
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£l&£tf2, Btt#JJ*?~ £(PA)h (NP)fc£©, Sl^©*® 

[0048] *KiBB*K:*3v \T*J=s*yY J fcttu > 

[0049] ^^»}vlioV^rCTj^7 t cl4r=ii/7^j W4 % 3l^9B (Vibrio cholerae)^ 
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[0050] *M*B#fc*3V ri^iRNAj bit, ftM?) - *m<DRNA& ^. Zto^X 

m&imtA,b*te£tiX^tJ:\,\ %<D£oft-*mRKAbLX^ PolydrC) , Pol 
y (A : U) % Poly (G : C) ftb*&mf btlZtfZtlhWmZtlfo \ 
[0051] *M»l»^*5V>TrPoly(I:C)jif4, ^M/v^iKpI) b^V^^mpC) b 
$rStf-*m.KNAXfo<9, ±^©-#$lRNA<Z>ffiBrt^A5= 

[0052] *mmwrett. ^m^mw^tzii^^yhmm^^rtih^iD^bLx^ 

[0053] *^*W»fcd3V^Tr3te«a#Ji:H, 3te«S:gS"t5S#^jigSrV^5. 

asjs&s I %&c\tz\bh*imxhZfrbxhz>o 
[0054] *Witt#fc*jv^riBAl9:#jiH:, #3tem^AtfeS^fetrV^, 

[oo55] *wm^&^xrmmmbi*. fe±\z.MLxmit*iz\*fcm&&&ufrz>&tfo 

[0056] ^*IB#(il*5V^T*ttiii:$tbS^/^M:, £©£5fc«S©t>©"T*U:<, DNA? 

[0057] fchtCtoT^^fe^^/^ibTtt, MZ-t£, jmzjfr^ UmirtA'^ J* 
y^Xpsf/UX, HR}$r$s(;\s^ n^<7^;v^, ^^7jV^V^^)V^ s Tf/^^ 

* % ^n/w^t^/i^ jmw/i^ sARs^-r^^D^-^/^tD— a), hiv 
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[0058] x&mm&tirzmmz, t^^mm^h^xh^s ^fy^mmm, 
[0059] thKt<oxmi%#x-foz>'fflffiti>x^ w h mm&m. ^yy^>-f\m 

[0060] *B^^»(C^V ^T \^yy;V^^y(;V7.\ bit, ^y^y^/U^^-fZ 
[0061] >T^7;v-a:>ifi>>rA'^o^>'/'«^Jf©5t>HA*5J:TmAW: % /M&#IBIHI4£!>i£ 

himxm>^ =f^i>mw.z&xmmmmzmz> 0 ^t, HASfcttNAfc*^ 

[0062] *W»l»tC*3V r#$SIIgA£M£1-Ste+£ft»£j bit, T*S=LsOh*ftfo 
[0063] *K»*fc*3V r^^SlgAj bit, $H&tt-C*>5IgA&V ^ 0 IgAfi, 

t?teftmmigA<DW\fejf&bLxit, MJLtt, ft&ffikmmtfz>tiz&*tibK 

[0064] (**WfcfcV^TffifflSnW5-jl9!^k^#«fe«)RW) 



WO 2005/014038 



11 



PCT/JP2004/011488 



[oo65] ^x*%m<D7?^\x m^tzim^Ltcmmx\ mtut^ 

^Atixmm$ti'&z 0 
[oo66] 4>-7^y*?^;vx???'yzmm-fz>m&}*, uT<D&%mmzm^k 

[0067] S «J^^7/V^if ^/^^irLTtt, 09*. tf, A/Beijing/352/89 (H3N 
2) ;A/Texas/36/91 (H1N1) ;B/Panama/45/90; A/Georgia/03/ 
93; A/New Caledonia/20/99 (H1N1) % A/Panama/2007/99 (H3N2 
) ;B/Shangdong/7/97 ;B/Joharmesburg/5/99&^3p}f bftS^ft 

[0068] r^bo^/^fi, Mxiff, 9-iie ^^mm^mmz^mm^ & 
mzfczx, igmnmwJits, mdckm) ^-cjgjts**,, ^/v*ft, Massic 

ot et al. (Virology 101, 242-249 (1980) )f)m^LttmiztzlZZ<D^fe 

(MZL&, Sorvall RC5C3&fr#flig 0 GS-3n-^-)fCWaWfc:U &V^Beck 

man 19Mn-^-T'18, 000rpmT2f$«^#gtLT^s/h£1-5 o 
[0069] ^j/Mb^/V^STE^. 1M NaCl, 20mM Tris N pH7. 4, ImM EDTA 

) tpfcWmnU 4, OOOrpm-eiO^^^iKHermle 
Z360K3*^#dtS)L-C\ »fc*S:»*i-« 0 ±i*2ml* % 60%S^» 2ml^ST 

ET«WLfc±ji(Z)30%->3^ 7mltf»£fig5^»jj^ g igf^ffi±fcJi£U 36, 00 

0rpm(SW-40P-^-, Beckman) -£90&&b£1&rZ>o 
[0070] ^Wb^^Sr#ffi-ClRHU, STE-eiOf&fcWtr, 30, 000rpm-?2B#M 

(Beckman Ti45n-^— )^WHbi"5, m^^yHt^4^^-70VXW^ 

-T5o 
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[0071] M/lsXtoy-f^yhtiiMit, #I&;tDNA&fl?£^Ti^ (flRff, CHO-K 
lflUS) fcJ:0££-*-5wWS-c£:5 o SSS-^-tLTfi, pCXN (Matsunami K 
. , et al. , (Clinical & Experimental I 

mmunology 126(1), 165-172 (2001)) ^ZnMi-ZZtfrXZZfrZtl^m. 
S$tl*V\»|tte*UfcttjaW:,'5r*{bK«tt(8% Triton X-100, 2M KC 

u iomM y^tH-hyi>Aa«^i(pH7. o))mmMuma;<DPBs%mx.xmM 

UMx.^360, 000rpmT-S'iL^II(M^{f,Beckman XL-70^i>£MTy 
pe 55. lTiP-^Ht"5rt^5^*ttH^*lEliRi-a.lHll|X*tu^»ttli 

f-hVjJ^Srfiflcfcje^^^-fcr^-f^-f-^^AtJiKJlf**, 0. 1M i/yv-^-HC 
10. 1% Tween 80(pH2. 7)#, pH^Offi©aEflSti53&&*Srjj^*L»5 

mm^^xmmu mmi-^t^x^ 0 tit, mmmrn. met&s&Kxz 

*Hfffttt8Bfc, #W^jK»Cj;5tt*fe, v ; ^^T5/^^(DEAE)-Sepharos 
e % DIAION HPA-75( = *{b^)«#ffi*ffiV^|9kf^S*^o^^77-f- 

, m*.t£* -70"C-c*3Brf «wtis-et5o 
[0072] i<DJ:5*^-Cl7^f->Sr^i-5rtds-e#5 0 
[0073] (Tv^/^h) 

[0074] r^<vM4, mtf , fi£& % Wfe, £-j**fcfcMf£©££ttfc#& 
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[0075] %-<D?jm s &to<D7*J=ts<yK Mx.tf. 7/^-VMt&®X*hZ> 0 7*?=s< 
>htLX<D7^-$^t&&om®(D&m%1926mmM£tltc. a ^OB^fit* 

[0076] 7;\^-VJ*it&®\*^BiHz&\, ^M£ftTV *5l5l^--©3fc£fcr$*x/< 

[0077] /wyr **©r^<^hw*i^«$iT^uT^j«*tiTv^ a? 

Bordetella pertussis) , ^^^X.Xl7u^Y%±7^^>Y (FCA) 
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[0078] te©4Mtfc*fc % Ti?xs<fhbLXU* teJB£iXT#-0 V5, 

[0079] -«RNA^^Tv ^ ^/^>'^c^UTM^i^6 0 r©Zl^RNA© 

[0080] poiy(i:c)t>*^ ^m^m^^xm^^^m^xmm-r^t^x^ 

©SKLfc^jffilv- £pH7. 0(0. 0. 15^/V±i{k^h 

[0081] (^^t^-^^y-ny^f) 

©M^^ttc, a^tfa-^^yy^iciaii^^iiifts^^^&iasns. 

[0082] (£A) 

ffifc©$iA$r6rtM"5. *rtf>«fc5fc£AiL-ni, iMVttllA« fr-f^tt^A, 7v 
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[oo83] (mmm^tc\i^ft&<Dmn) 

[0084] (^K©fea5>©a-^*sJ:tm**) 

wmm. *&*k m^fe^. *3it;*pyw, %4m, mmttffl. im* 
mmu mam. jSH^k isjp^jfei^/^^m^WT 

[0085] ^^^#^ffi$^5:^^^ d r^yT, KM^c(i^^b^J«, V^z^y 

mt\*ftmyw7v» ■M^.^v^-mx.^ mv-^nyyv) -.T^/mm 
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^v-HWCWtrZ, edta) lir^-zKiili ^~h-/v*fc&y/M^>- 

fcM (W*.tt> Tween, 7/Vu~y? (pluromc) Sfctotfy^l'^y (PEG 

[0086] M^M&^yrtucfi, fffiHW^a***, £fcjiikflf 

»fr$n*:431*Sfc*ci s *»f fens. &$b<{*> JErO&sMfcW:, @i^«M(0»J 

»^*j;t5jw^Wf40fa»aiSt"r^*n»5. teofl^tt&ajaMfewu pH7. o-8 

. 50TrisiK«r#J£;fcttpH4. 0-5. 5<DR^MM^a ^ ^ifctt, S&fc, ^ 

[0087] ^T(-*^0J<z)gm^©-^^^M&^1-o SbftUffi^^, IS 

[0088] *%®<Du?^ftki*. m¥to\z&&^mtt& j ryTkm&Lxfma$}\z&± 
[oo89] ^iswoEUfi, &mizfczx£m¥mz.%®B!mte* j rVT, mmm$.ittt& 

feitM ( 0 *MM%$bl4ft&1t\tt<OMc.%iffi.* Remington' s Pharmaceutical 
Sciences, 18th Edition, A. R. Gennaro, ed. , Mack Publishing Compan 

[0090] «K« te^9R#4fc*rttbD, **i?-C»±*!iKS!#dSdkia**v5. 



WO 2005/014038 17 PCT/JP2004/011488 

[0091] VFfe<Dmtmmz&\,^ ^mwwk&mttzizmm®*, S4^ft©w 
[0092] *%m<D^&%miz&^xfcRznzmj&ito<D±ft > mm s 

^ Klin lawjfciiHi-i*^ \z.m)<D&^ tew*&mnm\z.i®<D 

IX ft, ii*D^OWI»{4^<i:t>^3aiHJ-c?**)#5 0 

[0093] *%®<D7??-yftf<D&$-m^ wm^mnt. ^^^s^^ 

£KJ:9JW;!K WlclKJ&Sfufcv^ iI?lt/&Al B&fc^ jgnfi:#©4fra\ lOmg 
-lgTfc»J#3, 0. OOlmg-lOmg-Cfct), &3:L 

<lt > 0. lmg-lmg-Cfe!9#5o 
[0094] *PJ*ffl»^ % rg^-f 3j ttt, ttm<D7??ViiZt1tttZiVt§fomm&& 

<\z&ftLX;*tznm&mcfrm^i?tifrx®^timZc ztuz, &&&t>zti 

[0095] *^«e#t*jv^-rr^*jtt, *«WOEIWiirSra#-f S^rft*feW*»rJ*5 
^feft^SrEW, A#*£S-£«rfr5A* &^5A(J&##A-?<fc9#3) KStLT 
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' ttJTin*.^ a *x-hti\*m£.%®%, xm-ehtuz'k&mm&m (fda)# 

tbSo ft&tt. V^#5&#:fcfc (package insert) "CfeO, ilfim*ftl£#-c£ 

[0096] *%&<Dljm^£Z>^®5%im<7)1feT<Dmm\i. TfTlR©7:yir>rfcUWrt*»fty8 
[0097] #3653ra:*fc, ^MOE3IIUJ^01o«±©^*irfeUytlo£t±©«# 

[0098] (»*U>«»1IB©ttW) 

[0099] lo©JBffi^*5V^-C, #35313 ttRa-^OfcftO^^^^S^lft-t-S. r©T7* 
TV**, A) r*«RNA;*5il?B) ^/u^O^^yhStK^ri^S'fkgilR, 

^RNA{iT^^yb>tT^*T'M^T5^\^^©«M^^«U£ 
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3, 

[oioo] *%®<dv??-^ &&&tt&z<Dmmft®&*m&i-zzbi>>tb, 
[oioi] #*u>£jfia*«rctt, ^m<Du^^(D^tt^mwM\-i, mzjts., 

if^'/i^ Ttv^MV^ ^/u^7^f/^ > Jl,-*#!7^V^, SARS^/kX, HIV 

wit, -fyy^^^^^omiAm, bw.) ftvmmxJti, hini^w f^^m 

[0102] ^U^IIi-Cli, **K-C«^$tu5*!JSfr©^^=yh{4, -O^Aoi 
^^/V^COHA, NA, Ml, M2, NP, PB1, PB2> PA*5«fctfNS2^b&.5i£J; 

(09*.tf, HA, NA)«r/BV^5 0 *B#*Utt, wOjEffiil^^as^h^ttScCW 

HA*3 < ttmA)^i-5rt^fij^fc5o mmKm^tix^^y^=.y 

[0103] ffSUtt, -*«RNAtt, ^SHgASrjS^"t-"5{C+^*«r#S-r5 0 -t 
<0,fc5fc~#&RNA<Z>»£ra\ 0*J*ff , 0. l-10mg/mlT?*)9, iD0*L<fi, 0 
. 5-2mg/ml-efc!9, £fcfc#*Utt, #5lmg/ml(0iitf, 0. 8-1. 2mg/ml 
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)xhz> a 

[0104] #£UW\ r^^RNAfi, ^MlgASrS^-r5(C+^^f-^T*^$^o 
^J^&lMX.bL-Cte, #Jx.f;£, l0 2 bp£X±Xhv), 0~3xi0 6 bp, J:5»*Utt 

[0105] BtL^^mmifm^^^x, jp-wRwt^y^to^x&mztiz^^-yH-t 

[0106] -*«(RNAH, #£LXte s Poly(I:C) SrSt?^ m^~#ltRNA(M;tte\ Pol 
yCA:U), Poly(G:C), -tilAOft^^SrffiV^WS^S. Poly (1:0)14, 

[0107] SUOjaSl!i*3V>T, #355H«u - 
O^&ft, AjttWaft^fcfeO^^^fcoT, a) -*»RNA(»*L<I4 % Pol 
y(I:C)) ;*5±m))^/^W^^-=yh^, SrStr, 1[U 

wmmxm^t&x%z> a g#fi-£0#£\ mm, mm, bzwtwmw?* 
[0109] wRmw^s&Jttftsitfe. mmn'j?%<khimmsx±, xm^L<mmm 

UA±*>tt5r.>iSw©*U\ ~^RNA, Poly(I:C), SiJRfc£©1»flltt:#K*B 

[0110] SJO^ffilc*3V^T, *3BWtt, mm&B*^&1rZtcfr<D9?T>*cyhZW&-t 
5o rO^fyMj;, A)ttJKJ8^0feftO!7^^-CfcoTa)r*«RNA;j3j:U { b)^ 
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[0111] (^^^^^ifv^^^f-^-yb^^^y-s^K^) 

r£as-e#5 r^^^yK^y^j, II£«|§j£W%m^£#iI(l99 

4) ; rfMof?|| £8figj, ¥Ul^ W#H$i, i£f^fflijg(2 

000) ; r^fe^s^js^j, 3»*»W16#JI(l993)^)*#fi80ii). 
[0112] #Tfc, ^ffiMfc*^T#3S§l§£fftiJ!1-5as, WT©H»J«, W*© 1 ft© 

v^y, ^IfSifi, Fluka©V^ ft/5^<bA¥UL 0 
[0114] Ml. ^-^RNAT^SPolyCLOiDT^/^Vh^) 

^JfcMTfi, ^J$~#£RNA£LTPoly(I:C) ^T^^^htVC^X^RB 

mute 
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[0115] (UW 

-r^:BALB/c-v^(62Ift, «f) 

VJ/VX : JlS7jUxZstf?74A'XHim (A/PR8) ft (S Al^^^W^EfT CHOCfB 
gfWEFUJ 1-23-1) a>bA^Lfc) 

r7*^:>fX7Aac>if £>f/W*HlNl (A/PR8)ftHlNl (A/Beijing) ft (H 
SUBSteSWSro ;H1N1 (A/Yamagata)ttc(HSaSafe^flF3te0f) ;H3N2(A/ 

Guizhou)t* (HsyRifejEW^f) ^-^tm^feikHAy?^ (mmmx 

m*®L£.%imWftg, WJH^«##rfTA«fflT2-9-4l) 

T^/^Vh : ^i^r^ya^bn-zWiLTCTB* (CTB (=l^7#^B1J-^^=yh) 
,0. 1%CT «r£tf), Poly (I :C), 

[0116] (#80 

6iI»©BALB/c-^^(B*SLC(a0, JlUC)£-i¥5|£-f ofcJBVXfc, PR8HA 
Ti?=L'<yh£LXPoly(r.C),0. ljug, 3yg, 10 m g^#^^tl^l$ 

l-fogHlUffifc&fTofco ^hn-yl^LTPoly (I:C) 10 m g&£tfl M g<&3^ P 
R8HAI7^><D^ *Q*kU>lS*:*$V>fc a J&&3 0 JkfflfSrlHl 

iRU JWBHSfciMfc^igA, jfiLfifpcDigG£ELiSA;££/Bv\ ©fr-Y 

[0117] Pl«^ig#^6^Lfe^^^40LD <D»i(10 4 - 7 EID (50%©*TWI#PJw 

50 50 

fcV ^T«S^^-f^-r^»<7)^)50000{f *) cD?-lVl^£20 m lfl£SkL*:0>£ 

[0118] Poly (I : C) &Ti?^<>hlzm*1t&M>7fr*y?9*?><D&XmQt:tt 
&£ffii!<0iiM>^Aa^if £>jVi,*HlNl (A/PR8)ftHlNl (Beijing)ft, H 
1N1 (A/Yamagata)#U H3N2(A/Guizhou)ft£>!7^>' ; £:3 m gOPoly (I:C 
) t>y:lI8IL3lt^fy0^^gi, Se>f!l2il«fcl00pfuOPR8^^7 

/^y^^^trJtui. 2 m lfoiM^ot «3 0 m^tmm 
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[0119] 

Poly (I : C) &Ti?=s<>h M V ^c^-lV^/l^lf Vt^S \c zzmwmmm 

mm 

PolydrOOttJST^a^^MISrMLfeo 6iIMli&fcl m g©PR8!7^>'£0. 
1 # g— 10^ g»^'^Sb^Poly(I:C) t#»Cg^^SUK^2®wtu^|Rifi©y^x 

^iJk * IgGJC»&H 1 KL^Lfc, Poly (I : C) ©JB *##&©r^<>M»||«: 
jL3fc*fcPoly(I:C)©*f±0. ljugd^blO/ig^-eaiSSfWt-ii^U^OT^iL^ 
fhftMB&^fc. *©fe**J^ItKIgAOJ^©fcftJCtt:*e-t?0. lMg^Poly 
(IrOSrUJlEl^SE^^^^^^^fcST^o JHfi«iKt1J|Jlf§ix«IgAOl:ttPol 

o 20©;feg£:t) UPoly (I : C) *m V ji g©*t?#JB«fc^ t iC100ng/mlJ^ 
±©IgA#$##.ibtU ^0©^.©^©#^3Atg©Poly(I:C)^D-eiOOng/ 
nrt#±©#&WlgA»*flS*&;ft,-O>5 0 jfrff*©IgG&|lf${£UWc^;ft!b 
filgAO^SJK^BHi-afc©-?*)!)!/* g©PR8T7^^Poly(I:C) ^*{C4®WP1 
T?2|eI&&1-3£1. 5 m g/ml©iL^IgG^#^tlfc 0 
[0120] tfc, ra#O*!Sft#^2iaB©^©2HIW!lfcl00pfu©PR8^>f^Sr^"A 
1. 2 M l-fo«^frofc 0 ^^^^u^v^^hn-z^-cttA^^^ 
{C10 3 pfu/ml^±©^^{ffi^[>^^«^^btlfe(|ll2) o Ltf>U Poly (I: 

fc, !7^yJWa-Cl|tg«±-fo2EI^ffiLfc», 3Mg^±©Poly(I:C)^m^ 
^^©^^MLfcPTtt^o^c<!>>l'/^^J^«Ebn^ofc(|ll2) 0 
[0121] 1 ^ g, 0. 1 n g©Poly(I:C)^0©^#ffiLfc^-etlO°- 8 pfu/mU 10 1 

[0122] Poly (I : C) ©Tv^VMI^ \CZ*mRNA^btt&&MXVktek&Ft 
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fcfc, Poly (I: C) SrlOO'C-eS^niJIIfRU /cffb{C7K±t?MLl n g*9?^t 

21 m g/mlCT^Ufa.^IgGjfcgtl. 5 m g/mld^0. 7 m g/ml{C^Lfe 0 
[0123] $.tz, Po\y(l:C)<Ddena.tnTe^^X9^^<D^M1^M^^h^tl^<^± 

o 

[0124] ^(cpoiy (i : o ^mm^9^ymm\^m^M(D^yy/^y^^^mm 

iZ.&ZJfifc<D&Wto%\Z<>^Xllkti;UZo 631Mlffitel gWPR8!7^^Poly(I: 
OLD c75PR8^;^20/z USBfeSK W&W&fatefcW^fc. Vt^&m&l^m 

50 

tfofc. L^)^L!7^y|f-e«lMg^±^Poly(I:C)M-e^^^^^#UCo r. 
[0125] [*1] 
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-<Ofc5^, Poly (I: C) fiT^^VhiLT^^Mt+5>«^IgA^^^ 
[0126] : Poly (I : C) ffflg^f y(I^^X^) 



WO 2005/014038 26 PCT/JP2004/011488 

Vif !M/W*tfcHlNl (A/Beijing)#5HlNl (Yamagata)«H3N2 (A/Guizho 

$b(C2iiW^{-100pfuCDHlNl (A/PR8)$c£l00pfu^fe£i^e?>3 0 
^^^^^■t>roPR8i«S^1-5IgA, jfiLflffOIgGSraSl^ £fcPR8^ 

[0127] 4^^1-r<h<^Ii:ffiM^HlNl (A/Beijing) #cHlNl (A/Yamagata) 

H3N2 (A/Guizhou) tt^*J-bT}i^XSJS-r5IgA, IgG^i^btb^-T^ 

[0128] «t5 KPoly (I : C) MS^^/V^lf ^^^iciSSf XBS* W»BSn 

[0129] (»M3 : Poly (I : C) <D *;fgWg^tf>££t£fcov ^) 

IWMMSiiiiSttfW, ^i-ePoiy (i: c) 1 Wcba 

LB/c^^OJHrtSMISrW^fc, 0. 25/ig> 2. 25 m gOPoly (I:C)£2 

U*fc^#«r«*Ufc, *f-fiStb-C25Mg, 10/xg> 25 # g<£>CTB * (CTB^ 0. 1% 
CTSrgTtp) £[Si$H£25 m l©PBSK&#U!BF , 3&ffi£fTofco 
[0130] a5^t--t<Poly(I:C)JKrt^SI¥0^^f±±i¥it)2aW^±^#LM 

CTB*(CTB with 0. l%CT)SrJ»rtSHlU^^*3V^r±10juga-^-Cl/5 
E25 m gS#-C2/5BE-tivetL4 9 1 ^JEtUMJfel^^lCX^*?. 
[0131] («) 

^y7;W^>if^^/^cDlS^^}C3tettT^^^MlgA^^^mtf!7^^^T* 
^^^n5IgG^^i0^^X < fe5*f^#<©W^mJ:^fet6d^^ o ^ 
T < OIgA^^^^^!7^^>'i^^T^6^^< ( o^^od^^ibTm?5E©^ 
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Zth-e&R"<*£ZTi?=LsWam$&inX\, vfeV \ ^-^ItRNAT&SPoly (I 
[0132] «Jfe^O^K^*^^.5i % Poly (I: C) tt&m?<D^S7 As^l^f 

m<Dm^m9^ymm^h^^^hnx^&rmm^^^^x 

[0134] *»MTii N «§e#b^K^^^^^^T^/^yhi:LT^-* 
fiflRNA-CfeSPoly (I : C) £ fl§ V ^lM&&ffilT©IgA#$£ jfcflf t ©igG/S^M 

[0135] ^O^JS#(47^f->^tMMO*5^/^^^r5^^*t^e>n*fc7 

ft*oftm^ttmwk£±&%mm-r?>mzo. 25 ^ g ~25 » g/mouse© 

ft^Poly (I: C) SrHrt^gSrff ofc„ *©ig|l#f8fcL;fc3U7#£Bi^a=^ 
\Z.Q. l%^«^^^PLfc^V7«^(CTB)TH4 0 ST^tT-rS^^^^ 
^(10/xgS!^-ei, 5, 25MgS^i¥T'2/5)Mt)15%^±^/>^^^fc 
<D\ZMU poloy(I:C)S#SfTii^:T(D^^s 8 g ^^#^^^^25 ^ g^ 
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[0137] tit, mm<D^mv£tLx^-7fr^*f^su^m^ m^o^^tm 

y uf^sfjlsX, 3nt^7^;l/7, TrV'M/W*, ^jV^^^/V^ MMVJ/^, SA 
RS[M/^ HIV, w S3 KJS^S, >rx7/v^^ifb®, #**S3J:tf=i^ 

[0138] mmm4:yfm{t^^m^Po\y(I:C)tmmi-^BM4>y^^U^ 

^tfj(D^— 7VH&SHA (Split-product vaccine) (DfyXltf£< > f&?)ff2li£>!7 
t^sZtiim Lfc»£©Poly (I : C) V©^t££*tMLfc 0 

[0139] 

^S{b£^/^*^^!7^> (Inactivated whole particle 
vaccine) „ A/New Caledonia/20/99 (H1N1) >M/^) (ItH&ABS^ 

- -7^:BALB/c-7^(6M^Jii)c 
[0140] (fife) 

A/New Caledonia/20/99 (H1N1) ^^/^(D^-v-y^fsf^^^ 
^■f-^^i^ (Inactivated whole particle caccine) (0. 1 n g)3rPoly (I:C) (1 
00-1000bp, Sigma) (0. 1 n g) 0WBft*>fl'7/^>if ^^XD^^^^t 
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tz 0 

[0141] ^OlSfBm^^^^^^^lfeft^OHAtNA^^I-^^^^ti 
[0142] (£&) 

^S-fb^^^iK^SrPoly (I : C) Mg^^/^^^^^yor;^^^ 

[0143] !7^y<bPoly (I: C) btttl^tlO. 1 » gXm^tcb^Xh, split-produ 

ct vaccine£CTB * b&m\^X%&&J^^MM^i^m$tlZ>T*J=L/<>yY 

fe&<Dm&f$m&kmm<nj&&&7fiUto £bt-, ztihommx s P iit- P roduct 

vaccme&Poly(l\C)kbh\zm^±Wt&£<9i>&fr^tc B Ui^oT, split-produ 
ct vaccinero^Ti^<, ^(Dj&MVVf^y&feftLltW&fchPoly (I:C)#/g 

[0144] (HJIi^5 : m^yy/^y-f 7?f><DTV*./*>h£LX<DPo\y (I : C) <Dfr^<D 
*#£) 

m&Jy7^>-*f7?^><DTi?^<ybkLX^%?£Poly (I : C) (Dft^-<D±$£ 

[0145] WW 

V'f/l'X: A/New Caledonia/20/99 (H1N1) 

Poly(I:C)lMX: (L)lO-300bp(Fluka), (M) 100-1 OOObp (Sigma) % (H) 
>3. 3X10 6 bp(Fluka) 

: BALB/c^!>X (69ft ft) „ 
[0146] (#80 

A/New Caledonia/20/99 (HlNl)^/V*<DSplit-product vaccine (0 
. 4ng)*m*fe±%£<DPoly(J:C) (10-300bp (Fluka) , (M) 100-1 OOObp (Si 
gma), (H)>3. 3X 10 6 bp (Fluka)) COO. lMgiV>oL±{CBALB/c^^(6a 

ft at) ^n#&#u mmm^mz9^y^2mn^hti 0 zonmmz. 



WO 2005/014038 30 PCT/JP2004/011488 

[0147] 

h^LT^ffi^Poly (I : C) (D^<D^^im300bpU±t^K.b^ (07) 0 
[0148] (Ili6 : Poly (I : C) Sl^(D2^mENA(DT^^h^m) 

Poly (I : C) (DB^yy^yf 9?^<DTi?=s< yhtLX<Dft% fa<D 2if. 
«RNA-Cfe5Poly (A : U) *3 £UW©Poly (A, U) fcJfc«EU5: 0 

[0149] xtm) 

Tv^/^h : Poly (I : C) , Poly (A: U) , Poly (A, U) „ 

[0150] usm 

A/New Caledonia/20/99 (H1N1) ^/^^SWiHAt^n-t 
/Ugi[^^7AS:fflV^"CHA^Sr8f$!tL, ^rOl m g£Poly (A:U) (Sigma) *5 
iVHtH©PolyCA; U) (Sigma) /z g£V^L±lCBALB/c^*(6iIi^ ID 

[0151] 

Poly(A:U) fciWIlPoly (A, U) \Z&Ti?^VYm^%)bbftfc. Poly (I: 
OOT^^VhSttttt:^^ Poly(A:Uh W(A, U)<D)l|l^/J^^ofc(^8 
) 

^oT, Poly (I: C) £Jl^©^*«RNAtCtg*>f>C7/Wa:V1f y^^^-fS 
[0152] (^3fe^j7:Poly(I:C)#^S#^^#T'V><o^^^77^>'if'>-l'7^Wf- 
Poly (I : C) #M!g*«!#*#"eV N<O^^^^77^^1^!>'l'^01h^3.=^h 
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[0153] mm 

f-y^-yf-HA, NA N MlrJoitfNP 
Tv^VHPolyQiC) (100-1000bp, Sigma) 

^**:BALB/c-r*;*(6Hlfc fif) 0 
[0154] . 

NA, Ml^il^NTt^low^J^M^Ib^ibixLfCo fip"b % A/NewCaledonia/20 
/99(HlNl)^/V^^#S^^y^^-^/^#:^^7^^V^THA, N 
A, Ml&<i;U*NP#^£)|t^U ^<£>l/:g£Poly(I:C) (100-1000bp, Sigma) 

©iMgi-*tfcBALB/c^^(6ai» % «t)m&Afi^u mmm^^tuD 

[0155] (£&) 

Poly(I:C)fi^^^-yb»i-5^ioj:r;^#^SJS#^*^5r 

[0156] mnM8 : Poly (I : C) M^y7;Hyf7^y©|iSMS &5&#|hI 
[0157] (TO) 

9^f-y: A/New Caledonia/20/99 (H1N1) £M7^<DSplit-product v 
accine(l /z g) 
Tv ? a./^Vh:Poly(I:C) [100-lOOObp, Sigma] 
■v**: BALB/c^>*(6®»^ Hf) c 

[0158] 
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MZfefftZtMC, A/New Caledonia/20/99 (H1N1) /V*<DSplit-p 
roduct vaccine ( 1 n g) £Poly (I : C) (1 00-1 OOObp , Sigma) <D 1 n g£— ^(CB 
ALB/c^*(6M, «D Kig#8:^U 1, 3,4, 6®P H ^{CPCI7^^2|I] 

[0159] (*t£) 

[0160] (HJI#J9 : Poly (I: C) MMH-T^/Vi-^lfV^f-^thT^^ra^) 

Poly (I : C) Mg^^/V^^lFlJ^^^cDthT^^tt^o V nT^>-7^ 

[0161] WW) 

: ^fTO-l'^/^^lfcOHfffi^^^^CA/NewCaledonia (H1N 1 ) , A 
/Panama (H3N2) „ B/Shangdong©3!>//K*tt&^^spUt-product vacci 

ne] mmmxm^m^mmm^) 

Tv^VhrPolyCliC) ( 100-1 000bp N Sigma) „ 

[0162] mm%) 

[0163] &m 

tti^AI:, 400^ g/ml<Z)3ffiI7^^700ji g/ml©PolyI:C*r£trifcfc, 
300AtL(150/tLi'ofc&#jefc)i«a#U ^b^4®r H ^SS^T5 0 TO 

(#*) 
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[0164] -aJ©»»#tC*5V>T, fam*<D^A-lgGftft*Hffift<D±&im*> 

[0165] (HWJ10 : S" 0 IfcOl^yfcPoly (I : C) i#IC«#18:#Lfcil^'^fcffilB© 
JtBO 

^yy;V^y^^mkm.^h^ 0 #©!7*?^£Poly (I: C) 

[0166] (WHO 

T^/^h:Poly(I:C) (100-lOOObp, Sigma) 
: BALB/c-r^^ (6% ft) 0 

[0167] 

HBft^^^CltHfeABfcfem^JSW^R) (l~3/ig)£Poly(I:C) (100 
-lOOObp, Sigma) , (DO. 1 ju g~10 m gi-$f ^BALB/c-x">* (6®#K AD 

[0168] 

Poly (i: c) fiE" 0 mv??>\ztti-Z®ffl$L&Zhmfr, fr=?sfVfr(D1& 

O). 

[0169] (#8:2) 

S" 0 *7^>WfflftAK^*^*9F3t^») (1-3 m g)*Poly(I:C) (100- 
lOOObp, Sigma) , (DO. 1-10 a gt— *tJCBALB/cr^ (6Hjft, 

#u mmmz??^^® @ g-s-ut, 20 g aim s i^**©* 
k£%<Dmm%mcomMbLtc c mtz, 2mn&*&2-3m&\^ -gaymmm 
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[0170] mm) 

T*?x£fcm*t>, Poly (I: C) l$S 0 &V9^V\ZKttW$%M*hllh#>, IV 

[0171] (35*^11 :*fi7^ySrPoly(I:C)fcfctlCg#S^Ufc^©th^©^Kai 
*) 

it««>LTPoly (I : C) ^SBJMcfi^l7^f->'OfifcAT?05fe^tt*JJ; tWT«l 

[0172] (TO) 

TS^x^HPolyGrC) (100-1000bp, Sigma) 
«HfA:#»2-»«. 

[0173] 

^yy^-f-vm^m-r^ mtf^^^poiydto uoo-iooobp, s 

igma)«?t?I7^^>»«:, 300 m 1(150 /z IT «*a4f <5. 

[0174] 

Poly(I:C) tt*fl[*!7^^VtC»f SWfll*aE*t>W«>, -T^7^>ifW^©^ 
[0175] #±©±5^ ^^W$f^U^»ffi^V^T*^P^^!l^LT#fc^\ 
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[0176] #»Bte«M % ^mk^^mm^^ymmu ^x^st^#art 
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[I] ftm&^VtzVXDV^/X'h^X. 

A) Z*«RNA;*5it; 

b) ffimtkwy mm*tz\z*m<k$m. 

[2] tfriattJKfi, *o*!ifflt*r£tN m#T%Uz-tzm<09*?-y 0 

[3] Kria^isflctt, jtoS.M/i'X, m&PJA'*. ^v-fT^^iv^ m-tf?^^, 

fteAttiif KSffiisI*^/^ (sars-M/wO , th&^^^v* (HIV) , 
[4] StriajSUSffctts -Y^/v^if S*#£i ScfEictf>T7^y 0 

[5] tulEf-y^^hfis >f>7/U3i>if^>f/U^OHA, NA, Ml, M2, NP S PB1 N PB 

#«l{CfE«t©!7*:f^. 

[6] stria - *<MRNAi± % #^igA&££r sfc+^ft**-?^-* - ^ w*«i m 

[7] BUia-^RNAfi, 0. l-10m«/mlO*4-CflqSEf5, »Jfc«lfc:|Eii©!7* 

[8] lulBr^RNAWf-^Xli, 10 2 -10 8 bp-C£>5, MfJfcJKlfclE*W>l7*f->'o 

[9] «HB-9-^3-=yh», 4>fc<£fcNA*fcttHA*£tf, ft #*lfc|EfW>!7*f-^ 0 

[10] a&1Er*«RNAI±, Poly(I: C)«r£tr, If 3£«lKfa*ctf>7^> 0 

[II] «3fe«ASr^SH'Sfc«>o>Mfe-caS)oT, 

A) MS^Cfcfe^^^TVtfcot, 

a) r^RNA;^oj;U ; 

b) ^jok*©-^^* mm^tcn^mimm, 

[12] 8GIB!7*?v©S-5-tt:, ^<^20fi 1 t»^, Sf**lltlB«©*jfe, 
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[13] wiB7^y©s*w:, rm&'j>te<bhimrm±-?hz. m^mncmm^m 

o 

[14] MIE-^^RNA«, Poly (I: C) trgtf , If ££l ltCiEftO^fe, 
[15] flRSfe^JSSrf B5"t5yt*©7^^s/h-CfeoT, 

a)Z*iSRNA;*5j;"CJe 

[i6] MlBrwyos^w:, ^Jie<tfe2iafTt>tis, ft^isKisf^^h, 

K 

[18] tfflE-^RNAft, Poly(I:C) Sr£tN »Jft*15fc|E«©*yK 
[19] -»RNA^ S 7*^l'<Dl&ffi9Ll3.<DK.lto<Dtil% a 
[20] fufS-«RNA«, Poly(I:C)«r£tN it*3gl9{c|E«©ffiffi 0 
[21] H^^RNAO, Jtefflta-^OfefeOy^f-VOlltjtCThftO^o 
[22] ffj|Er«RNAtt, Poly(I:C) £r£tf, If **21 
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